U^aTED States R\tent and Trademark Ofttce 



UNITED STATES DEPAHTAIENT OK COMMERCE 
Unittxl States Patent and Trademark Oflice 

Addreaa: COMMISSIONER OF PATENTS AND TRADEMARKS 
Washington, D.C. 2023t 
www. uap Lo gw 



1 APPLICATION NO. 


FILING DATE 


FIRST NAMED INVENTOR 


ATTORNEY DOCICET NO. 


CONHRMATION NO. 


09/623,506 




09/19/2000 


Paolo Cozzi 


PI01615-00O7 


9195 


7590 


06/10/2002 









ARENT FOX KINTNER PLOTKIN & KAHN PLLC 
1050 Connecticut Avenue NW 
SUITE 600 

Washington, DC 20036-5339 



EXAMINER 



RUSSEL, JEFFREY E 



ART UNIT 



PAPER NUMBER 



1653 

DATE MAILED: 06/10/2002 



Please find below and/or attached an Office communication concerning this application or proceeding. 



PTO-90C (Rev. 07-01) 



Office Action Summary 


Application No. 

09/623,506 


Appljcant(s) 

COZZI ET AL. 


Examiner 

Jeffrey E. Russel 


Art Unit 

1653 





- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)S Responsive to communication(s) filed on 26 April 2002 and 30 April 2002 . 
2a)M This action is FINAL. 2b)n This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) K Claim(s) 1-11 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) [3 Claim(s) Ml is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim{s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)n accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

11) 0 The proposed drawing correction filed on is: a)n approved b)n disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) K Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)|glAII b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. ^ Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (POT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1 ) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-152) 

3) □ Information Disclosure Statement(s) (PTO-1 449) Paper No(s) . 6) □ Other: 

U.S. Patent and Trademark Office " — 

PTO-326 (Rev. 04-01 ) Office Action Summary Part of Paper No. 9 
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1 Formula (I) in the clean copy of amended claim 1 contained in the response filed April 
26, 2002 differs fi-om Formula (I) in the marked-up copy of amended claim 1 in that the former 
is missing a bond sign which should be present in the acryloyl group. Any future amendments 
should be carefully checked to ensure accurate reporting of all amendments to the claims. 

2. Claims 1-4 and 6-1 1 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. In claim 1, Formula (I), and claim 6, part (b). Formula (IV), 
the bond sign which should be present in the acryloyl group is missing. Claim 1, proviso (b), is 
confusing because it refers to "the heterocyclic rings within the polyheterocyclic chain". 
However, the structure of formula (I) is never directly described as a polyheterocyclic chain, and 
the only rings within the chain are now pyrazole rings, not heterocyclic rings in general. Further, 
the proviso requires at least one of the heterocyclic rings to be other than pyrrole, whereas 
Formula (I) already requires the heterocyclic rings to be pyrazole. It is accordingly unclear 
whether proviso (b) is automatically satisfied by Formula (I) as amended, or whether proviso (b) 
permits any of the pyrazole rings in Formula (I) to be substituted by any heterocyclic ring as long 
as not all of the pyrazole rings are substituted by pyrrole rings. 

3. Claim 5 is objected to because of the following informalities: At claim 5, page 9 of the 
amendment filed April 30, 2002, line 1 1, "carboxamido" (first occurrence) is misspelled. 
Appropriate correction is required. 

4. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 
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5. Claims 1-1 1 are rejected under 35 U.S.C. 103(a) as being obvious over the WO Patent 
Application 98/04524 in view of the WO Patent Application 96/05196, The WO Patent 
Application '524 teaches acryloyl-substituted distamycin derivatives useful as antitumor agents 
which differ from Applicants' claimed compounds in that the compounds of the WO Patent 
Application '524 contain only pyrrole as the heterocyclic ring, whereas Applicants' claims 
require at least one of the heterocyclic rings to be other than pyrrole. The WO Patent 
Application '196 teaches the substitution of pyrrole rings in a distamycin A analog either 
partially or completely with other heteromonocyclic rings, especially with imidazole or pyrazole 
rings (see, e.g., the Abstract; page 1, lines 12-14; page 5, lines 17-18; and pages 7-18). It would 
have been obvious to one of ordinary skill in the art at the time Applicants' invention was made 
to substitute imidazole or pyrazole rings for some or all of the pyrrole rings of the compounds of 
the WO Patent Application '524 because the WO Patent Application '196 teaches such 
substitutions in analogous distamycin compounds and because the resulting compounds have 
only the expected antitumor activity. 

6. Claims 1-11 are rejected under 35 U.S.C. 103(a) as being obvious over the WO Patent 
Application 98/04524 in view of the WO Patent Application 96/05196 as applied against claims 
1-11 above, and further in view of the Baraldi et al article. As noted above, the WO Patent 
Application '524 does not teach a compound in which at least one of the heterocyclic rings is 
other than pyrrole. The Baraldi et al article teaches distamycin derivatives 12 and 13 comprising 
an initial imidazole or pyrazole ring which has improved in vivo antitumor activity in 
comparison with distamycin derivative 3 which has an initial pyrrole ring. See, e.g., page 1241; 
Scheme 1; and page 1244, Table 1, Accordingly, it would have been obvious to one of ordinary 
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skill in the art at the time Applicants' invention was made to substitute an imidazole or pyrazole 
ring for the initial pyrrole ring in the distamycin derivatives of the WO Patent Application '524 
because the WO Patent Application '196 teaches such ring substitutions in analogous distamycin 
compounds and because the Baraldi et al suggests that such a substitution would have been 
expected to increase the in vivo antitumor activity of a distamycin derivative. 
7. Applicant's arguments filed April 26, 2002 and April 30, 2002 have been fiilly considered 
but they are not persuasive. 

Applicants discuss the amendments they have made to the claims at page 19, second full 
paragraph, of the response filed April 26, 2002. However, the structure set forth in the remarks 
is not the same as the structure set forth in the claims. Further, as claim 1, proviso (b), indicates 
that any heterocyclic ring within the polyheterocyclic chain can be other than pyrrole, the 
acryloyl moiety does not first have to be connected to a pyrazole ring. 

The WO Patent Application 98/04524 is relevant prior art because it discloses acryloyl- 
substituted distamycin derivatives useful as antitumor agents, the same types of compounds used 
for the same purpose as Applicants' claimed compounds. While the WO Patent Application '524 
by itself may not anticipate or suggest Applicants' claims, this does not mean that the reference 
is not relevant. Further, the fact that the WO Patent Application '524 by itself may not anticipate 
or suggest Applicants' claims is irrelevant to the rejections of record, which are based upon 
combinations of references under 35 U.S. C. 103. The combination of references under 35 
U.S.C. 103 in order to suggest Applicants' claims is permitted by the statute and the case law. 

Applicants argue that their compounds exhibit an unexpected increase in activity 
compared to the compounds of the Baraldi et al article. Firstly, the attached table can not be 
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relied upon to establish unexpected results because it was not submitted in appropriate form 
under 37 CFR 1.132. Secondly, the results reported in the attached table are not commensurate 
in scope with the rejected claims because the table does not report tests of compounds 
representative of the fiill range of structures encompassed by instant claim 1 . In particular, 
compounds representative of all of the B groups specified in claim 1 are not tested, and 
compounds representative of the full range of heterocyclic rings permitted in Formula (I) are not 
tested (although see the above rejection under 35 U.S.C. 112, second paragraph, with respect to 
claim 1, proviso (b)). 

8. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 . 136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS fi-om the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calculated fi-om the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS fi-om the date of this 
final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey E. Russel at telephone number (703) 308-3975. The 
examiner can normally be reached on Monday-Thursday from 8:30 A.M. to 6:00 P.M. The 
examiner can also be reached on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor Christopher Low can be reached at (703) 308-2923. The fax number for Art Unit 
1653 for formal communications is (703) 305-3014; for informal communications such as 
proposed amendments, the fax number (703) 746-5 175 can be used. The telephone number for 
the Technology Center 1 receptionist is (703) 308-0196. 
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